REMARKS 

Applicant has amended the specification and drawings to include sequence identifiers. 
Applicant has enclosed a sequence listing (both paper and computer readable form versions) that 
contains the sequences shown in the specification and in Figures 1-4 and 6. Applicant has 
submitted Substitute Figures 1-4 and 6, which contain Sequence E) NOs for each sequence 
listing shown in the Figures. Applicant respectfully requests substitution and approval of the 
submitted figures. 

In accordance with 37 CF.R. § 1.821(c), enclosed is a paper copy of the Sequence 
Listing. Apphcant respectfully requests that the application be amended to include the paper 
copy of the sequence Usting as part of the appUcation. 

In accordance with 37 CF.R. § 1.821(e), enclosed is a 3.5 inch computer disk that 
contains a computer readable form of the paper Sequence Listing. The disk is in IBM PC format 
and contains the computer readable form of the paper "Sequence Listing" in ANSI text format, 
as the file name "SeqListing.ST25". The computer readable form of the sequence hsting is 
identical to the sequence hsting submitted on paper, as required by 37 CF.R. § 1. 821(f), and 
contains no new matter. 
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STATEMENT UNDER 37 C.F.R. $ 1.821(0 



In accordance with 37 C.F.R. § 1.821(f), I hereby state that the hard copy and the 
computer readable form of the Sequence Listing submitted herewith in the above-identified 
patent application are supported in the application, contain no new matter, and contain the same 
substantive sequence information. 

Respectfully submitted. 



Dated: 



Jo^.Twanicki, Reg. No. 34,628 
p^NNERy; WITCOFF, LTD. 
2\ ^tate^ eet, 28th Floor 
Boston, MA 02109 
(617) 227-7111 
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Version of Amendments With Markings to Show Changes Made 

In the Specification 

Please amend the specification as follows: 

At page 16, line 15 to page 17, line 4: 

A full length transcript is obtained by using calf intestinal alkaline phosphatase 
followed by tobacco nucleotide acid pyro-phosphatase (TAP) with an RNA ligase reaction that 
links decapped mRNA to a specific oligoribonucleotide (38-mer). This 38-mer would contain a 
T7-promoter. Reverse transcriptase is then used to extend full length cDNA using one or more 
of the following three primers with 3' ends complementary to the three possible stop codons 
TAA, TGA, TAG): 

5' GTGCAGNNNNNNNNNNNNNTTA [SEP ID NO:221 
5' GTGCAGNNNNNNNNNNNNNCTA [SEP ID NO:231 
and/or 

5' GTGCAGNNNNNNNNNNNNNTCA [SEP ID NP:241 

RnaseH then prime the second strand cDNA with the 38 mer complement 3' overhang at 
one end of a double stranded fragment which contains the NEB IMPACT (lutein Mediated 
Purification with an Affinity Chitin-binding Tag). At the other end of the fragment is another 
Bsgl site next to first intein codon (TGC = cys). The firagment can then be cleaved with Bsgl, 
which creates two base 3' overhangs at the stop codon (TAR or TGA) and cys codon: 
5' ATGNNN.. .NNNTA CTGCTTTGCC AAGGGTACCAATG [SEP ID NC:251 
TACNNN...NNN ATGACGAAACGGTTCCCATGGTTAC 5' ISEP ID NP:261 
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and/or 

5' ATGNNN...NNNTG CTGCTTTGCCAAGGGTACCAATG [SEP ID NO:271 
TACNNN...NNN CTGACGAAACGGTTCCCATGGTTAC 5* FSEO ID NO:281 



At page 63, lines 17 to 23: 

In order to evaluate the method, molecules of a known DNA sequence were first cast into 
a polyacrylamide gel matrix. The oUgonucleotide sequencing primer RMGPl-R (5' - gcc egg tct 
cga gcg tct gtt ta rSEO ID NO:291 ) was annealed to the oligonucleotide puc514c (Q - 5' tcggcc 
aacgcgcggg gagaggcggt ttgcgtatca g taaacagac getcgagacc gggc [SEQ ID NO:301 (sample 1)) or 
to the ohgonucleotide puc234t (Q - 5' cccagt cacgacgttg taaaacgacg gccagtgtcg a taaacagac 
getcgagacc gggc fSEO ID N0:311 (sample 2). The bolded sequences denote the sequences to 
which the sequencing primer anneals, and Q indicates an ACRYDITE modification. 

At page 68, line 16 to page 69, line 2: 

Another modification would address the difficulty, encountered in many methods, of 
sequencing past long repeating stretches. If it is known that a given array contains many such 
sequences, one may include a defined regimen (for example, halfway through the whole 
sequence) of deoxy- and dideoxynucleotides to reduce out-of-phase templates. That is, if one 
knows he or she is sequencing through a repeat of, for example, AC dinucleo tides, one may 
reduce the number of out-of-phase molecules by following a dATP addition with a ddATP 
addition. Only those molecules which failed to incorporate the deoxy- form of the nucleotide 
will be available to incorporate the dideoxy- form, leading to chain termination and reduction of 
that source of background. Clearly, similar regimens may be devised for repeats involving more 
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than two nucleotides. It should be noted that the strategy is not limited to repeats and may be 
used to extend read length in any situation where most of the sequences in the array have a block 
of sequence part of the way through the target sequence which is known. For example, in an 
array of targets, most having the unique sequence ACGTA [SEP ID NO:321 at the same distance 
from the primer, one may reduce the number of out-of-phase molecules by following a dATP 
addition with a ddATP, ddGTP, and ddTTP addition, then dCTP followed by ddATP, ddCTP, 
and ddTTP addition. 

Atpage 71, lines 13 to 19: 

In order to evaluate the method, molecules of a known DNA sequence were first cast into 
a polyacrylamide gel matrix. The oligonucleotide sequencing primer RMGPl-R (5' - gcc egg tct 
cga gcg tct gtt ta rSEO ID NO:291 ) was annealed to the oHgonucleotide puc514c (Q - 5' tcggcc 
aacgcgcggg gagaggcggt ttgcgtatca g taaacagac gctcgagacc gggc [SEP ID NO:301 (sample 1)) or 
to the oligonucleotide puc234t (Q - 5' cccagt cacgacgttg taaaacgacg gccagtgtcg a taaacagac 
gctcgagacc gggc [SEP ID NP:311 (sample 2). The bolded sequences denote the sequences to 
which the sequencing primer anneals, and Q indicates an ACRYDITE modification. 

At page 76, line 28 to page 77, line 8: 

Mmel is a restriction endonuclease having the property of cleaving at a site remote from 
its recognition site, TCCGAC FSEP ID NP:331 . Heterogeneous pools of primers are constructed 
that comprise (from 5' to 3') a sequence shared by all members of the pool, the Mmel recognition 
site, and a variable region. The variable region may comprise either a fully-randomized 
sequence (e.g. all possible hexamers) or a selected pool of sequences (e.g. variations on a 
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particular protein-binding, or other, functional sequence motif). If the variable sequence is 
random, the length of the randomized sequence determines the sequence complexity of the pool. 
For example, randomization of a hexameric sequence at the 3* ends of the primers results in a 
pool comprising 4,096 distinct sequence combinations. Examples of two such mixed 
populations of oHgonucleotides (in this case, 32-mers) are primer pools Is and 2s, below: 
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